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7 X xM'x-t^xjH b K b S/:^^x 7 x;1/] - 3 

- b H n:^ v-rf 3^ >K*fctt-tcDe^»J 5^':7 Affi*fctt>< 
^;i/XXx;P 

(S)-4-[[2-[2-(i/^'D'\4^i>;P:?i^;W-4, 6 

- x:;?^ 5^;!/^^ xx;v] x^;^] b H u^i^t^T. y x x;i/] 

ttpi^;vxxT-;i/ 

4-[[[[4' -yy\^z^U-Zi 3', 5~ hUp^^JVCl'. 

1 * - b:7 xxji/] - 2 ^ ;W r^-^Sx] >i b K D =^ 
-»}^x 7 >f x;!/] - 3 - b H d:^ >r5' >»^fe«'€-<7> 

[0017] 4-[[[4:' -7;P:rD~3, 3', 5- hU 

^ ji/ [ 1 , 1 ' - bf :7 X x;i/] - 2 — r ;W ^; W b F n 
^i/2i>X7^xjU]-3 - b HD^->:/i5'>S*;'S:«^ 
OvU.5^^A:S^fc>Ap<5";PxX^;W 
(S)-4-[[[l-(4-7;i^:tD>^xx;W-3-;<5^ 

Jl— 2 -:^!7:5^l>x;Wx5^x;Hb Fn4^i^/jNX:7^x 
;W] - 3 - b H n^^->>^r$7 >K^>£:«-e<^>? U Affi 

^fctt>^^;Pxx^;i/ 

(E)-4-[[2-[l -(:4-:7;^:tD:7xx;^)-3- 
;>t^;^- 2 -:^:7i$^ixx;Wx5rx;Wb HD^^v'TiNx:? 

x;W~ 3 - b Fn:^5^::/^>®s^fctt^a)>^U5^':7 
AS^fcli;^9^;i/xxT-;v 

( s ) - 4 - [ [ 2 - [ 1 - ( 4 - y)\^:^ a y x — - 3 - 
^^)v-2 -:^:7^^'XJ^]x^;^]b KD^->3j>x:7-Y 
xjw - 3 - b H >Wt^ft\t^0^^J 

4 -[[3 -[4* -:7;l':^D- 3, 3', 5-hVy^^)V 
[1. V -\fy:sL-)V'\-2-^M^u\l)V']:f^ V^i^it^ 

7.y^ x;!.] - 3 ^ b H a >Kp^ ^;i/xx^;i' 

[0 0 18] 4 -[[3 -[4' ~>^;i/:tn-3, 3', 5- 
h U 1.1'- tf^xx;!.]- 2 — <Mp^d bJW 

b Hn:^5^4^x:7>f x;H-3-bHn:^s^::ri$^>K>^ 

[1 S-[l a(R*). 2 a. 4 a)3, 8 /5, 8aa]]-4- 
[ [ 2 - [ 8 - ( 2 , 2 - >^ 5^ J V - 1 - ^ V >^ h =^ 5^ 
;t?bHn~2-;* 5^;!.- 1 - :^ V ^ l^x;i.] x5^;i/] pi h 
^ v'3^^x 7 -r xjv] - 3 - b F d:^^->:/^ >K;?i^;^x 

X5^;v 

[lS-[la(R*),2a,4ai8,8i9.8ai9]]~4- 

[[2-[8-(2, 2-':;j>t^;p- 1 -:t4^v::/h=^-»7' 
:*7b FD - 2-^^;V- i -:^:7^^'x;^]x^;^]b F 
n :*^->3j%x :7 -< - ju] - 3 - b F a U 5^ 

(S)~4-[[[3' -(4-:7J^:t^:7xXJ^)XbD]>' 
^D^>^>- 1, 1 -[1 H]-r>x>] 2 — f;i/]x5^ 
x;i/] p( F v3j^x y >r x;w - 3 - b F 5/:/^ >K 
j?i^;i/xx5^;P 
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(7) 
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ii 

( S ) - 4 - [ [ [ 3 * - ( 4 - :7 D 77 a: - X tf D ] 

^a^>^>-i, 1 - [iH]-r>'*5^>]2-^;Wx^ 

KvU^'^^A:©--^'' • . . ■ ■ 

[0 0 1 9] 2^^B^TCO^ffltC^ff3S)^X^Tl^>->>'k 

Chem/j 1 9 8 8^, Vol: 3 1, No. 10.18 6 9 
-18 7 lM)\Z^i1^^Tm^ : 



22 



-v^ 0= ' : ''0' ' 
. II . .11 - 
•E'-P-CH,-P-0 

v|_ ' . 1^ 



0 : 0 . 
II II - 

Ri-P-CFi-P-O 

. oT 0 




U »:7':^.:fe<}:r/ h U :^ h U "^A^; 3Kg4^flF^4 8 7 1 
7 2 1*-^. |^^4 9 2 4 0 2 4 <t I/: tf ^ — ^ O 
rj. Med. Chem. J 1 9 8 8^; Vol. 3 1. No. 1 
0, 1 8 6 9-'l 8 7 lMtClB«0-€-CDfl&0XtJ7rU> 

[0 0 2 0] -^<D^cC>:^S5?^T?Offi^tC»3g;^ 
X^7TU>>'>ir:$'-ifaiffiI?WtbX«. P. 

•x-^^-r^/^corj.Med. Chem.jd 9 7 7¥. 

2 0 . 2 4 3 — 2 4 9H)JCgB«<^5^;i/^y-< HfcfD3}N 
X7x— 3 W^cttX3p^>-rCor j. Am. Chem. S 
oc.jd 9 7 6^, 9 8 . 1291-129 3H)JC|B« 

71/>hfD;J^X7Jc-h(P SQ-PP)!SlR#:, R. 
W. V-/^^— }«^©rj. A. C. S.J (1 9 8 7*1^. i 
0 9 . 5 5 4 4M)t::IB«03j^x:7^ n;V7^X3}N:^— 

:fe<tt^T. L.^^T'VXZJrphDIiXjd 9 8 7^ 
6^. Dept. Med. Chem. . H^J^:*:^. B*. 1 

6M, 1 7M. 4 0-4 3M, 4 8-5 IS. Stt)Jc:g2« 

[0 0 2 1] n;\x^5=->, :/^Ax^^^>^fclt'^n 
x^j'^^^v ^fc^3:t^^-^(gi^a^)<^3^«^^^><^x^:7 7l/> 



5(? 



<, HUG CoAUy^^-iit»mm7.^TU>zy> 
-fe^^— lf«I«»I«I(^Sfitt:»#90. 0 5:3*^^1 0 0:1 

[0 0 2 2] *^Vi«HMG CoAUrJ^^iJ'-if 

«ffilci^ffiOjfiiffl[nlxXT-n-;H£TS«Ji:bT«. 

3 6 7 4 8 3 6n\z?&wi,(omm{t^mrsid(Dm,mvt^^ 

ri^x^^5>: ri vx^3}?--;P4Dj:t;D 
EAE— fe:7r?!y^X(Secholex«, Pol idexide*)^^ 

n:7-Y>^V-h. U:^?x^tf;Kn->-3H-v>i5^tt 

X-lf-r(*^)5gE- 5 0 5 0(N-eiftX:$'/-;P 
7^>K«#:)> <^X:^>';l/(HOE-4 0 2)xh^ 

t H D u r/xi'^XTHL).' ^x^^vX^x;v-5i> 

^rx h u>(Ea5a«ai(«c)«). ^(ommmA j - 8 1 

4 (TXl»«»#:)V' ^ U F (^iX), t?-> K 5 8 - 

0 3 5 V r ><-u^:fe>>'y h c l - 2 7 7 0 8 

r;CL -' 2 ^8^3 5 4 6 X3^> 

*H4^l1=m4 7 5 9 9 2 3^JCf2«CD5fN U (i^TU 
;P^^';vy^^>)R«{*. *BIi|#fFS4 0 2 7 0 0 9-^ 

A^ n U H)i5irX3^>> ^iSjclXHMG - CoAV^J^i?- 
[0 0 2 3] HMG CoAU^^^— tfaJffidaO Off^U 

-rvT^b'y-r K(3^x:7^x;v;)t5';i'):j^X2}>:^^— ht. 
i^x A :7 >^D >?;p^fctt:7 x y !7 1^— h ojsa^ii: 

7^»*U^i, *»^fc:feViTffi^b'5^ACE«lWSUa: 

0 4 6,8 8 9-^waesicra^®@»:/DU>K^#;^ 
<z) pi h ( - s - ) as ^^^r^mmm :/ h 
"Tj^tz^-^. 1 -[(2 s)- 3 -;^;i':^7'h-2 

.i:r;*s4*fiFm»4. 3 i e. 9 o 6-^^«HSfcB^$n 

ffi pjffija: A C E ffll«»J t UX«. C 1 in. 
Exp. Pharmacol. Physol. 10:131(198 S)\zm 

[ft7] 



50 
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13 

)3-CO-S-CH2-CH-CO-N 

CO^B 

i5j;C;YS 9.8 0» tUt>% 

. V 

COjH 

[0 0 2 4] m(o«im'^m^Ac.Bmmm(DmLvx 

\t. *S«rffgg4, 3 7 4,8.2 9-^5g3^SJCgi^O«I^- 

;!/) - L - 7 L-:/D u •r?&:3b'fex:^"^:/u 

Jl'*W$UVi);*S1^fl^^4, 4 5 2.7 9 O-^W^^Ir, 

Jin e» (omii s ) - 1 - [ 6-75y~2-[[tHD4^5^ 

- ( 4 - :7 :i:x;i.>r5^;W 7 ^ r^^^^i^] ~ i. 
V'\=^i^;W - L - ::^,D:U XSQ2.9852 ^fcttir 

^:h7^U;W?&W*L'V0:*S4*W^4,. l 6 8. 2:6 7 

[^'srvy :/u;i';^«jj^bVi];3fe@«ffff^4, 3 3.7, 2 

!l^^<kr;^^S4^ffm4. 4 3 2,9 7 l^}iZm^(0:^7.:^ 

[0 0 2 5] $€>fc*SSPJT^U3«»*S<0ACE«J*| 
m(DM<^mti.X. a-Oy/mnmS 0 B 2 2-^:^^ 
r;^6 0 6 6 8#^§?«iSJc:M7i^©tf-5^rAl±orBR 
L3 6 3 7 8J;CA. 1 0 2 : 7 2 5 8 8 v;fej:t5 J ap. 
J. Pharmacol. 4 0:3 7 3 (1 9 8 6)\zm^o:>^zL^ 
:ff^it<OfUC-S3 Sj;^mnnm2 1 0 3 6 1 4.^ 
I^WSfcffi^O^'/W-f^^— acorCGS 1 4 8 24j. 

s)-:/ofc;;i']7.5y)-2, 3, 4, 5-5"h^ 

t:HD-2-:t=¥V-l-(3S)-^>XTiflf>- 1 

-mm : hc i :i^^xf^m^nm4, 473.57 5-^pj 

iBStCli^CDl^itCDrCGS 1 6 6 1 7jv f 3 
(S)-[[(l S)- 5 -7$/ - 1 -*;i/#4^>-^>^ 
;W7$y]-2. 3. 4. 5-^h^t HD-2-:t=^y 

- 1 H- 1 -^>X7ifbr>- 1 -Xi5^>^;Eur.Tbe 
rap. Res. 39:671(1986), 40:543(198 

6)Jc§i^o-fe^:/ujK7^-feyu;K i5^-i'x^;;;j;> 

tt):3-D-;/miT^7 9-0 2 2 -^WlKiS:tei:tXCur 
r.Ther. Res. 4 0:74(1 9 8 e)\,Z^^<D^ )U 
(^^X htt);Ar2neimiltelforschung 3 5:1 2 54 
(1 9 8 5)lCM^<C>Ru4 4 5 7 0 (^:^*^::j^ htt) ; J . Ca 



(8) i|$li¥4-2 8 2 3 24 

14 

rdiovasc. Pharmacol. 9:3 9(1 9 8 DlZ^y^COzy^ 
if >^'J;K3}>:7V> • ^ • D'>'->a.a);FEBS Lett. 
165:201 (1 98 4)lrP^CDRo3 1 -2 2 0 1 
(:^y^> • ^ • D*yi^3.a);Curr. Therap. Res: 3 
7:342(1985 ):feir;3-D y y^fftiiK^ 1 2 
-4 0 i-^BgjHB»lrBB^©.U^^y7^U;l/(^;^^a);* 
gI1$l¥m4. 3 8 .5. 0 5 l-^BJiK9IIIC5i^(0-r>y^y 
U;i/(7^^7^U;W;Clin. Exp. Pharmacol. Physiol. 1 
0:1 3 1 (1 9 8 3)rcre^(Dlx>5"7:/U;l/(7a:>^ 
7:/U;K 1^>'7^>ti:); J. Cardlovasc. Pharmacol. 
5:6 4 3,6 5 5 (1 9 8 3 ) lC§i^O-r,>.H.^ :/g ;P 
(->3:U>^tt);Acta. Pharmacol. Toxicol. 5 9 (iili 
5): 1 7 3(1 9 8 6 ) JCil^CDX tf ^:/U;>(>-x U > 
^it); Eur. J . Clin. Pharmacol. 31:519(198 
7)\zm^(0^^)>)^:f^J)]^ (-9— tf 7a) ; *® SI 
4,3 4 4,9 4 9^mm^\zm^(D^:)-:f^J)\<{'7—i- 
— • ^>/t— ha);teJ:t/Pharmacologist 2 6:24 

3,2 6 6(1 9 8 4)\zm^(OC I 9 2 5 (»7=^:^ y 

>A-ha). *r;^t>^, [3 S-[2-[R(*),R(*)]] 
20 3 R (*)] - 2 - [ 2 - [ [ 1 - (X h^e/:jtj Jl.3}^XJV) - 3 

' -:7xx;i/7'Dtr;i/]75y]- l-s^^v::/Dbr;^]- 
l.2.3,4-5='^^tKD-6, 7-i^pi h^^s^-s- 
'i'y^y u>:^7;i/#>K-HC 1 ; J.Med. Chem. 2 6: 
3 9 4(1 9 8 3)fcra^CDWY-44 2 2 1 («>:< — X 

[0 0 2 6] ::tiB(DACEnmM<o^x. yDU>R 

SSr'&^-r^ACEWlSlI3U*tSt>»*bVi^o 

d<Dmi»(D±»»-^mm\zmmvrsi^r^ z. tf)^x^ 
m{m±m (^ t a 7 n t: >k ^ ;^ \tmmmM± 

[0 0 2 7] K^ffifiJi. Jil^<^¥<^. -ft:m^<k(yJ3S 

40 mm^^\z^\:^xi^i^^<mmrr-<^'vi>^. -rut) 
JBEnS-^o«'&. mnnuG CoAi/3^^^-if«j 

MSUS:. :ti:;tfiPhysician' s Desk Reference 
IC^^n'5D/tX^5^>JC*oT«, «Il'-2 0 0 0in 
g, »^L<tt«j4'-2 0 OmgOfiTffiffiUT^KJB;^: 

te:^&=^'5c:a:3&tT#'5. Xi57 7u>v"fe3'— trai^ay 

tt. »1 0-2 0 0 Omg. »*b<tt*S2 5-2 0 0 
-if«I««aiJ t ;^ ^7 7 U > >-t — tfM)M»J tt^ffll ^ 

50 i»\ ^ft\m^^»oiSi^mm\z\.xmmz«t^r^. 
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*fM^4-2 8 2 3 2 4 



15 



16 



[0 0 2 8] »^.H<iSaS#»JJ^(fct;t{iffiSflI^)t 
\tf3 :f^)Vm tt. *9 1 p - 5 0 Cm g »a b < 
^25 — 20 Ome(07sC^7U>z^>'^^—^^mM^ 
^-^TSo teOJfiSaVX7^D-Jl/fiTSy€:P.liysicia 
D'sDesk. Reference. IC^^^FtlS J:3^©alOfflST 
ffiV^^)^^, j*ij2-'7 5 0 Omg, »^L'<li#52-4 
5 0 OmgTfHMGCoAW^d?^-1?«J«0Sa*;^t«X 

\t. *$J'0. 0 l-Jjei 0 pmg/k g. .»^L<li*?jO. J(? 
l'-JKl5mg/kgO«fflrtOfiTffiffl'rn«<i:t>c » 

mo, 1 -Sas 0 Omg. »^b<tt*&2'-JKj5m 
g, <kD»*L<tt«Sll-j?5j3mgSOACEai«fJ»J:& 

[0 0 2 9] #«inis:^cDi©'&Jc«. ACB^mm^m 

0. 0 0 5-*«Jl Omg/k g> J8^^b<«*?)0. 0 0 5 
--jao. .3mg/kg©ffiHrtcDfiT«^f nl^T. 

n -;w®:f?ri i: a c e vs^mmt^n—^ ^ S:^ ^3 tz. 
m-v 10 1 mm&'i^fc\t2--Am<r>^p\m-&\z'xsL^t 

;/tt^ti±Sa*?l2'-2 0 0 OmgO^^a:^^ 
[0 0 3 0] ^tz,Wi^mm\^. 1 - 4 ^FO^-tJ-i^TH^^ 

sfi:#syj^«, 10^01-4 mmmo^^mmm-^Am 

57 DX:^;l/;>t ;^(Croscarmel 



CE«ifflSUCDfi^^^'&i3i3-$^J:0ffif>JT*D, l^tcSPia 
[0 0 3 l]^*%0JISlaO2:SSfflf -SS-^. JijSU^tScD 

TX/X;l/-5r-i:. (aspartame), ^-X^fc^i1^ly:* 

fi{*:t.LT7K, y;vz2--)v^. -^m<mtvx^ 

[0 0 3 2] ±3fi<D:ir«l«S»CO«"3*^ll, — 

i-s^»o*)COT^s. zi<D^z>\zi.xmmLrz!mi\t 
^miztDtz-DX. rui?-^. mmm\zmmT^^m^<o 

^$n^. 312 a. Mi«> ft^^rttc-^fi^^^b 

[0 0 3 3] 

7 

6 7 

2 0 

lose) • :M-U»>ix 

2 

1 

3 
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i|^§8¥4-2 8 2 3 24 
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iiT2-i o»ras^T-5o %^ti^&^m^s #12 

"y^h-Tsti^X. 2-1 o»WS'&r*. -eo!>a, ;^ 

5"7U>KV^/:^'>»:7A^JIDA. Ji-^^ 1 - 3 ^WJgtt 

1 - [ ( 2 S ) - 3 - h - 2 - 

y D h!:*- - - L - :/D U > (* h y U ;W 

Ttf-k;i/(Avlcel) mM^'^)],u-X) 

ii^v^m't.m'^^^. fk^(&i^m.miy. «&»UT«)i»*i: 

febT. 7m g om^^^^^n^tV^^^^ 10 0 0 

[0 0 3 5] mmm2 

Xr$'5=*>&^J{c:>^l^^ 1 9 9 0 PDRlCfB«CD:^Sttjac 

•r>it>*^ir;i/n-x, «fe»J> 5.^?^ h-x. x^r7 

«£oT. :/^/tX^^>ft»J&-en*3fi^SUitil 9 9 
0 P D R tCfE«<D^^gttfilS^ t X':?-^:^ U ;i/ 7 m g S-g- 

[0 0 3 6] ^^3 

s«»j^-en*a$isiitti 990 PDR\ztBm,(D^m 

^smm^zBm-r^^m'&cD'j^mzm 
CO 0 3 7] mmmA^e 

±mmt&m 1 ~ 3 \zmm<D^miz^^x. iy^fuy^ 

[0 0 3 8]. ^097 



C 0 0 3 4 ] . jS □ ic iS b ;^ h U <J: ^ 

o*:/h:/uji/^-en^n#:frs i o o omo^m^i 



7g 

5 0 g 

7. 5 g 

2 5 g 

2.5g. 

;i/D— x> t^^U-feU^. t H□4^i^ypt^J^ir;^D— 
x, t Hn:^^e^:/Dfcr;Vp<^;Hr;i/n--x2 9 i Ov K 

•fe;i'D— X> 3pUy;^^--h(polysorbate) 8 Ov 
fe»JSrJ^3ffi^^ l^ifiU i^ / y U;i/ 5 mg ^^^^-r-SffiSH 

[0 0 3 9] ^ig«?d8 V 

SQ3 360 0 100 

Ttf-fe;^ 1 1 2. 5 

"^i? y-Ts — 113 

3->X^— 5=- 17.5 

X5^TU>» 7 

3 5 0 

-h^;5:7t;i'iJ7SosQ3 3 6 0 0. 7lfirJP:feifcrXX 

Xi$^-5^:fe^tX]^t)OX5"7U>»^«i-&-r-5. 
^^i^":/!^-; hJta^ttlT. 3 5 OingCD;t;y-fe;^J^4^<0^ 

3 3 6 0 OttaiJ^^n*»*SlriJi:i!7:/h:/ij;i.5mg 

[0 0 4 0] ^^9:6J:r;i 0 

::C0»»J«. nAX^5^>2 Omg. :fe.tt;:i99 

0 PDRi::ffitt(^)>T:«tt^ij'. ■r;5:t)T&-fe;VD-x, « 

esa, y^V—y.. X'xTU>^T^^vr>j^:feJ:t;x 

-j^&^^r^« *ss^icttoT. D/^x^'^^^flaw^ 
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[0 04 1] 1-1 2 * 

(E. E,E)-"[5^:7;U:tD[t Hd:^^>'(4, 8. 1 2 
- hUp^^;W- 1. 3.7,1 1- hU5^*^h^X 



(mg) 



10 0 
5 0 
7. 5 
2 5 
2. 5 



«S«{cjBHf S#»ie&^B6f S^itdtTfrs. 
CO 04 2] ^^1 3 
jl^C^Jftf^Sr^ViT, 2 5 OmgOyD^^U—jl^Sr-^* 

t-*:/D:/n-;i.fiaf(|^»igf So 199 
;i'-fe;i'D— X. t:}«D=^^>'7^Dtr;i/;<^;i/-k;i/D— >^2 

9 10, K^h:«> h-X, X^TU>Kv^f;^->^7 
A, «S:MS-fe;i/n-;^. #uy;i/^— h8 0. :$';i/i57i5 

[0 043] mm\A 

1 9 9 0 PDRlClH«07}5Uyjl/'^— h8 ONF, 



18 5 

v?;va:ACEiip©JSiJ&-&€f 1 ::?©;^y-t;i/a!li:bTffiVi 

^ [0 0 4 4] ^mm \ 5 

*»5BJ;:«-3T. ±l2l8ffi«lCB2«COACE«l«»Jfi»J 
nlxX^^^>4g''g-^«f|g*fCl 9 9 OPDRtr 

[0 0 4 5] 6 
*«B^JcSe-:3T. ±iB^J£0ytrl2«<OACEaiM»J«a»J 

[0 0 4 6] *§g«aS*Jc|S«$nTli-5^o:3l/;;^5^ 

nr v> ^co A c E aiwffj t jfl^^B't)-&T^ t t> j: 



(5i)iDi.ci.» «siji3# fi=rtfflP3i»Ht PI aws^fsm 

A6IK 31/415 7475-4 C 

31/425 7475-4 C 

31/66 8314 -4 C 

45/00 AED 
//(A 6 1 K 31/22 
31:40) 
( A 6 1 K 31/365 
31:40) 
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4$§a¥4-2 8 2 3 2 4 



(A 6 1 K 31/66 
31:40) 

:^h>. >^JP— • X>^U>i^- D— FIOIO 

« 
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